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DETAILED ACTION 

Applicants' arguments, filed November 1 1 , 2010, have been fully considered but 
they are not deemed to be persuasive. Rejections and/or objections not reiterated from 
previous office actions are hereby withdrawn. The following rejections and/or objections 
are either reiterated or newly applied. They constitute the complete set presently being 
applied to the instant application. 

Status of Claims 

Claims 6-1 1 are pending and under examination. Amyotrophic lateral sclerosis 
(ALS) is the elected specie of neurodegenerative disease currently under examination. 
Rejections Maintained 
Claim Rejections - 35 USC §103 
The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 1 02 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

This application currently names joint inventors. In considering patentability of 
the claims under 35 U.S.C. 1 03(a), the examiner presumes that the subject matter of 
the various claims was commonly owned at the time any inventions covered therein 
were made absent any evidence to the contrary. Applicant is advised of the obligation 
under 37 CFR 1 .56 to point out the inventor and invention dates of each claim that was 
not commonly owned at the time a later invention was made in order for the examiner to 
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consider the applicability of 35 U.S.C. 103(c) and potential 35 U.S.C. 102(e), (f) or (g) 
prior art under 35 U.S.C. 103(a). 

Claims 6-1 1 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Cioca et al (WO 03/049692 A2) in view of Vigh et al (WO 97/1 6439, provided by 
Applicant) and Urogdi et al (WO 01/79174 A1, provided by Applicant). 

Claims 6-1 1 are drawn to a method of treating neurodegeneration in the central 
nervous system, wherein the neurodegeneration is associated with ALS, comprising 
administering N-[2-hydroxy-3-(1 -piperidinyl)-propoxy]-pyridine-1 -oxide-3-carboximidoyl 
chloride. 

Cioca et al teaches a method of treating ALS comprising administering 
compounds that induce the expression of heat shock proteins (claims 5 and 6). Cioca et 
al teaches that hydroxylamine derivatives, such as N-[2-hydroxy-3-(1 -piperidinyl)- 
propoxy]-pyridine-3-caroximidoyl chloride (bimoclomol), are known heat shock protein 
(HSP) inducers (p. 2, lines 7-12). Cioca et al further teaches that heat shock proteins 
are known to be crucial for the maintenance of cell (e.g. neuronal) health and integrity in 
ALS (p. 2, lines, 19-23). Cioca et al does not expressly teach the instantly claimed 
compound, (+)-R-N-[2-hydroxy-3-(1 -piperidinyl)-propoxy]-pyridine-1 -oxide-3- 
carboximidoyl chloride citrate (arimoclomol, an N-oxide of bimoclomol), as the particular 
heat shock protein inducing hydroxylamine derivative. 

Vigh et al teaches that N-oxides of N-[2-hydroxy-3-(1-piperidinyl)-propoxy]- 
pyridine-3-caroximidoyl chloride (bimoclomol), prepared by the N-oxidation of e.g. the 
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terminal pyridine group (p. 22, lines 8-10), increase the expression of heat shock 
proteins (p. 5, lines 1 1 -1 4 and p. 27, lines 6-9 and 22-29). 

Urogdi et al teaches (+)-R-N-[2-hydroxy-3-(1-piperidinyl)-propoxy]-pyridine-1- 
oxide-3-carboximidoyl chloride citrate (an N-oxide of bimoclomol, prepared by the N- 
oxidation of the terminal pyridine group) as a pharmaceutical^ useful N-oxide of N-[2- 
hydroxy-3-(1-piperidinyl)-propoxy]-pyridine-3-caroximidoyl chloride (p. 1, line 21 through 
p. 2, line 3, p. 6, lines 15-17 and p. 13, Example 5). 

Therefore it would have been prima facie obvious to one of ordinary skill in the 
art at the time of the instantly claimed invention to treat neurodegeneration associated 
with ALS by administering (+)-R-N-[2-hydroxy-3-(1-piperidinyl)-propoxy]-pyridine-1- 
oxide-3-carboximidoyl chloride citrate, since the compound was known to have activity 
useful in the treatment of ALS, thus resulting in the practice of the instantly claimed 
invention with a reasonable expectation of success. 

Response to Arguments 

Applicant argues that the applied references fail to enable one of ordinary skill in 
the art to practice the instantly claimed invention because: the pharmacological 
treatment of ALS was unpredictable at the time of the instantly claimed invention, the 
applied references do not contain working examples, the references provide no 
direction or guidance in the form of real-world treatment of the disease. Thus it would 
take undue experimentation by one of ordinary skill in the art to practice the instantly 
claimed invention with no reasonable expectation of success. 

These arguments have been carefully considered but are found unpersuasive. 
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With regard to the state of the art and predictability of the pharmacological 
treatment of ALS at the time of the instantly claimed invention, the prior art recognized 
the ability of the increased expression of HSPs to treat neurodegeneration in the central 
nervous system, particular neurodegeneration related to ALS, as stated by Cioco et al 
(see also Kalmar et al and Bruening et al, previously made of record). Furthermore 
bimoclomol and its analogs were known to induce the expression of HSPs and provided 
neuroprotective activity in vivo (Kalmar et al, abstract and p. 87, right column). With 
regard to the lack of working examples in the applied references, the lack of working 
examples should never be the sole reasons for a determination of lack of enablement 
and the state of the prior art is related to the need for working examples in the 
specification. As noted above the art recognized the correlation between the increased 
expression of HSPs and neuroprotection in neurodegenerative disease, including ALS, 
as well as the ability of bimoclomol and its analogs to induce the expression of HSPs 
and provided neuroprotective activity in vivo. Furthermore, the prior recognizes an in 
vivo mouse model of ALS and the ability of the increased expression of HSPs to provide 
neuroprotection in said model (Bruening et al, abstract). Thus given the state of the prior 
art and the high level of skill in the art one of ordinary skill in the art would have been 
able to practice the instantly claimed method with a reasonable expectation of success 
given the teachings of the applied references. In the instant case the art teaches the 
ability of the instantly claimed compound to induce HSPs in vivo, the neuroprotective 
effect of increased HSP expression in neurodegenerative disease, and further provides 
a model of the disease and demonstrates the neuroprotective effect of increased HSP 
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expression in said model providing a reasonable degree of predictability and a 
reasonable expectation of success in the treatment of ALS, in contrast to the fact 
pattern presented in exhibit A. 

Conclusion 

THIS ACTION IS MADE FINAL. Applicant is reminded of the extension of time 
policy as set forth in 37 CFR 1 . 1 36(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1 .136(a) will be calculated from the mailing date of 
the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the mailing date of this final action. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to CHRISTOPHER R. STONE whose telephone number is 
(571)270-3494. The examiner can normally be reached on Monday-Thursday, 7:30am- 
4:00pm EST. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Brandon Fetterolf can be reached on (571) 272-2919. The fax phone 
number for the organization where this application or proceeding is assigned is 571- 
273-8300. 
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Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 



/Brandon J Fetterolf/ 

Supervisory Patent Examiner, Art Unit 1628 



